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KKaposi sarcoma (KS) is a low-grade vascular 
neoplasm traditionally categorized into four 
clinical types: classic, African (endemic), 
acquired immunodeficiency syndrome (AIDS)-
associated (epidemic), and iatrogenic, with a 
fifth variant, human immunodeficiency virus 
(HIV)-negative men having sex with men 
(MSM), being more recently described (Table 
1).1–3 Distinguished by their violaceous hue, 
KS lesions are typically found on the skin, 
lips, and mucosa of affected individuals.1,2 KS 
was found in one in three HIV-positive men 
having sex with men, regardless of age or race, 
before the highly active antiretroviral therapy 
(HAART)-era limited the immunosuppresive 
effects of HIV, whereas a rate of one in 100,000 
was seen in the population at large.4 Its 
reputation in the HIV-positive community 
has deterred clinicians from suspecting 
KS in immunocompetent individuals, 
though numerous published reports 
have demonstrated the viability of such a 
diagnosis.3,5–8 Here, we present the case of an 
HIV-negative MSM with concerning purpuric 
patches that reinforces the importance of 
biopsying suspicious, non-healing lesions and 
recognizing the propensity for KS to present in 
MSM regardless of HIV serostatus.

CASE REPORT
A 66-year-old Hispanic man with a past 

medical history of gastroesophageal reflux 
disease and obstructive sleep apnea presented 
to the dermatology clinic upon referral from 
his primary care physician for evaluation of 
persistent red-purple lesions on the right foot. 
The patient stated the bruise-like spots had 
been present for three months and denied 
associated symptoms, including pruritus, 
bleeding, and pain. He had not attempted 
treatment but did note an increase in physical 
activity that seemed to precipitate lesion 
appearance. Upon further discussion, it was 
revealed that the patient was previously 
exposed to hepatitis (unknown type) and 
engaged in sexual activity with male partners. 
The patient reported bi-annual HIV testing, 
which had repeatedly been negative.

On clinical examination, multiple 
violaceous, non-blanching macules and 
patches were noted on the right medial foot 
(Figure 1). The lesions were not tender to 
palpation. A shave biopsy was performed. 
Histopathologic analysis revealed numerous 
extravasated erythrocytes dispersed among 
fascicles of spindled cells. Immunostaining for 
HHV-8 returned positive while MART-1 was 
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negative, consistent with a diagnosis of Kaposi 
sarcoma. Repeat HIV testing confirmed the 
patient’s HIV-negative status. The patient was 
prescribed imiquimod 5% and tretinoin 0.05% 
cream to be applied twice daily to the affected 
areas.

DISCUSSION
The patient described here is a member of 

a high-risk population (MSM), and though 
his HIV-negative status and otherwise lack 
of immunocompromise would discourage 
many clinicians from considering KS, his 
biopsy is consistent with the clinical diagnosis 
of KS in MSM without HIV infection, an 
underrecognized KS variant.3,5–8 Often readily 
distinguishable on physical exam, biopsy 
is the diagnostic gold standard for KS, and 
screening, other than regular oral exams, is not 
recommended.2 However, the clinical findings 
in this and many other cases can be subtle, 
resembling bacillary angiomatosis, spindle cell 
neoplasms, minor trauma, or other vascular 
tumors.1,2 In this way, histopathologic analysis 
and immunostaining in combination with a 
thorough history and physical exam can be 
especially helpful in arriving at the diagnosis 
of KS.

Regardless of clinical type, KS pathology 
classically demonstrates vascular and spindle 
cell proliferation in the dermis, inflammatory 
cells, hyaline globules formed by extravasated 
red blood cells, and hemosiderin deposition.1,2 
Lesional cells also stain positive for human 
herpesvirus-8 (HHV-8). Transmitted by 
sexual contact and blood, this virus’s modes 
of transmission directly reflect the disease’s 

prevalence.9 Consistent with the observed 
propensity for KS to present in MSM, HHV-8 
has long been detected in prostate tissue 
and semen.10 Interestingly, recent studies of 
endemic KS suggest that HHV-8 may also be 
transmitted via secretions such as saliva and 
breast milk.9

The majority of the available treatment and 
prognostic data are from the AIDS-associated 
KS population, with few studies specifically 
examining treatment efficacy in the other KS 
variants. As KS in MSM without HIV infection 
both appears and behaves as if it were classic 
KS, it has been suggested that this fifth clinical 

TABLE 1. Comparison of Kaposi sarcoma clinical variants

VARIANT 
CHARACTERISTIC CLASSIC AIDS-ASSOCIATED AFRICAN (ENDEMIC) IATROGENIC MSM WITHOUT HIV INFECTION

Population
Often men of Middle 
Eastern, eastern European, 
or Mediterranean descent

HIV-positive individuals with 
decreased CD4 counts

Sub-saharan African 
individuals

Often solid-organ 
transplant recipients

HIV-negative MSM, generally young 
to middle-aged

Location
Cutaneous >>> mucosal, 
visceral

Cutaneous >> mucosal > 
visceral

Children: visceral, lymphatic
Adults: cutaneous

Cutaneous > 
mucosal >>> 
visceral

Cutaneous >>> mucosal, visceral

Type-Specific 
Management

None Initiate HAART None limit immunosuppression None

Prognosis Indolent
Indolent unless visceral 
involvement, which can be 
aggressive

Children: aggressive
Adults: indolent or 
localized

Localized Indolent

AIDS=acquired immunodeficiency syndrome; MSM=men having sex with men; HIV=human immunodeficiency virus; HAART=highly active antiretroviral therapy

FIGURE 1. Kaposi sarcoma. A post-biopsy examination of the patient’s foot from the medial (upper left) and plantar 
views (upper right, bottom center)  revealed multiple violaceous, non-blanching macules and patches.
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variant be treated similarly to the classic form.5 
Observation is considered appropriate for 
uncomplicated KS cases, as both treated and 
untreated KS often follows an indolent course, 
with signs of progression including edema 
and visceral sequelae.11 Thus, treatment is 
often aimed at symptom relief and cosmetic 
concerns.1 Surgery and radiation are viable 
options, especially for localized disease. 
Systemic therapies with varied efficacy include 
pegylated liposomal doxorubicin, vinca-
alkaloids, etoposide, taxanes, gemcitabine, 
vinblastine with bleomycin, interferon alfa-2, 
thalidomide, and indinavir. Intralesional 
vincristine and interferon alfa-2 as well as 
topical imiquimod and nicotine patches are 
also frequently employed for cutaneous KS 
lesions.11

Despite therapy, prognosis often correlates 
to stage at diagnosis: the higher the stage, 
the worse the prognosis.2 Thus, it is important 
that clinicians refer patients with suspicious 
lesions to a dermatologist urgently to 
facilitate prompt diagnosis and immediate 
treatment. Such lesions may be non-healing, 

non-blanching, red-to-purple flat or raised 
spots, often resembling bruises or cutaneous 
vasculitides. Therefore, we suggest that 
recognizing the cutaneous findings associated 
with KS and understanding its predilection 
for the MSM community regardless of HIV 
infection is valuable for all clinicians.
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